To the Editor: Recently, we have encountered two newborns babies with raised immunoreactive trypsinogen (IRT) assay. In India, with the widespread use of newborn screening (NBS), an increasing number of babies with raised IRT are being recognized. These babies are often mislabeled as cystic fibrosis (CF) without any further workup, which produces unnecessary stress among parents.
Traditionally, the diagnosis of CF is made by recognition of characteristic signs and symptoms. However, with the widespread use of CF NBS in many western countries, early diagnosis of CF is possible even in the asymptomatic stage, and now it has became the most common modality of new CF diagnosis [1] . In the west, there are two types of CF NBS protocols in practice viz. IRT/DNA and IRT/IRT/DNA. In either protocol, the first step is IRT assay, which remains persistently elevated for weeks to months in CF children [2] . Although, raised IRT in the first week of life is a sensitive marker but not specific for the diagnosis of CF. IRT may be falsely elevated in many other conditions viz. neonatal stress, hypoglycemia, meconium contamination, and congenital infection or even in the healthy newborn [3] . The next step is either to repeat the IRT assay after two weeks or directly proceed for the common cystic fibrosis transmembrane conductance regulator (CFTR) mutations analysis [2, 4] . Whatever the initial protocol one follows, sweat chloride is mandatory for the establishment of CF diagnosis in babies with positive CF NBS [5] .
In India, there is no such guideline for CF NBS and also testing for CFTR mutations is limited by its cost and availability. In our cases, we first repeated the IRT assay, which remained persistently elevated in the first baby while it fell within the normal range in the second baby. Furthermore, sweat chloride test was performed in both the babies, which was raised in the first baby on two occasions (79 and 90 mEq/L respectivley) and hence a diagnosis of CF was labeled to him; however, it was within normal range (26 mEq/L) in the second baby, and he was kept on clinical follow-up. The first baby was male; he developed pneumonia (Staphylococcus aureus) at two months of age and subsequently also had steatorrhea. In the first year of follow up, he required multiple hospitalizations for recurrent pneumonia, failure to thrive, and electrolyte imbalance (pseudo-Bartter syndrome). The second baby was also male and was growing well, gaining adequate weight and did not develop any significant illness in the first year of life.
In conclusion, raised IRT is not a diagnostic test for CF. If raised IRT level is detected, it may be wiser first to repeat the IRT assay after two weeks and if it remains persistently elevated then the baby should be investigated for sweat chloride test and/or CFTR mutational analysis. It must be emphasized that clinical phenotype should also be taken into account before establishing the final diagnosis of CF.
